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1 ] 



X2(±N£ fc{±CR2"C^>») ; 
x3fiNf 7fettCR3-C2bJ) ; 
X 4 i£N£ fcfiCR 4 -?^*) ; 

HU Xl, X2, x3i5«tt|fx4^>-9*> lii^li2WN^l) ; 

R teTf2®!&Si£ (A) ^f>gl^$*L^|w|a*^(im«^^l~3^LTV^ 

tUv^C3_ 8 y^Dr;^;H, TfSSm*^ (B) frhMRZinzmmitz 

\±MLm<v&* i ~3ititv^ti J: ^06-107 u -A'*, Tiemm*^ (A) 

^7;v^;H, £fct±TSBfi&Sf£ (B) jfcfc»&$:h.*H»£fc«±#Wo* 

(d) *&WR*:rL*afe-c*») ; 

(A) tt/MJ$*>iR^ -hni, i/T/*, t*y$, -Gl, -0G2 
. -SG2. -N (G2) 2 > -C (=0) G2, -C (=0) 0 G2, -C (=0) N ( 
G2) 2 , -S (=0) 2 G2, -S (=0) 2 OG2, -S (=0) 2 N (G2) 2 > -S 
(=0) GK -0C (=0) GK -0C (=0) N (G2) 2 . -NH C (=0) 
GK -OS (=0) 2 Gk -NHS (=0) 2 Gl^^-C (=0) NHS (=0) 




0H 
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2/ 



2G 1 x$>t) ; 

m&mW (B) ii^uy>m^ -fnS, y7;l, -Gl. -OG2. -SG2, 
-N (G2) 2 , -G30G4, -G3n (G4) 2 , -C (=0) G2 N -C (=0) O G2 
, -C (=0) N (G2) 2 . -S (=0) 2 G2, -S (=0) 2 OG2. -S (=0) 
2 N (G2) 2 , -S (=0) Gl, -OC (=0) GK -OC (=0) N (G2) 2 . 
-NHC (=0) G2, -OS (=0) 2 Gl, -NHS (=0) 2 Gl&O f -C (=0 

) NHS (=0) 2 G 1 -e&&o • 

(Sm*S£ (A) RZf/Xl* (B) f . 

Gl{iTiaem*# (C) ^®}K£*L&M££fiJia<^£ 1 

^tu^ci_ 6 r;^^ TiBsm*# (c) frbmtRztizmmtfzizm 

1 ~ 3 It L t v^t U C 2 -67;v^^;H, TfSamS^ (C) j&» 

36, Tiemm*# (c) ^?>^$tL^isimf ^liftos^ 1 ~3it lt^ 

T^«tv^C3_8v^nT^^^*, Tffi«m*f£ (D) ^£>it^£*t&|WIffif tz 
l$mUom% 1-3 m^LX\<*Tl> X^Cq-ioTV TfEg#l^i£ (C) 

^TiV^f^ ^/^tiTIBSm*^ (D) ^P)M$^|ffHifc{iIi<7)i 

G2{i7fc^iE^ TffiSm*^ (C) ^f>M^$tt^>|S|M4^{±^C>^^ 1 ~ 

3imLx^xi>x^ci^r^^^m, Tffiam^ (c) ^M^tusiwi 

S£ (C) frhMtflZti&mMt 1 ~31®^LTV^-C^> £v>C2-6 

TieS^^ (C) ^ibM^fr&lwiSt ^lilf<7)l^ 1 ~ 3 
MLT^tUv i C3_ 8 y^n7;v^;H, TfBgJ£Si£ (D) frbMtRZti 

zmmt ?zi±mm.o&* i~3Mtlt^t& x^c 6 _ 10 rv-^m, TtE«m 
«w (d) frbMKzttzmm.t fzizmm<v&% 1 -3Mlt^t^ £^c 2 _ 

9Arny^7;^^ l£ £ i£TfEfi&*l£ (D) tL&fttftf fz 

G2^g^sf e^iow^ J; < ; 
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fi&&# (C) liAn^>I^ ^fnj, y7/i, t^Vi, -OG^ 
s -SG6, -N (G6) 2 > -C (=0) G6 % -C (=0) OG6, -C (=0) N ( 
G6) 2 , -S (=0) 2 G6, -S (=0) 2 OG6, -S (=0) 2 N (G^) 2 , -S 
(=0) GK -OC (=0) G5, -0C (=0) N (G6) 2> -NHC (=0) 
G6, -OS (=0) 2 G5 N -NHS (=0) 2 G 5 R^-C (=0) NHS (=0) 
2 G5-e^>l9. 

Sm*3£ (D) (iAn^y^ -ho^ yT/I, -G5, -0G6. -SG6> 
-N (G6) 2> -C (=0) G6, -C (=0) 0G6. -C (=0) N (G^) 2 , - 
S (=0) 2 G6 N -S (=0) 2 OG6 > -S (=0) 2 N (G^) 2 . -S (=0) G 
5, -OC (=0) G5, -OC (=0) N (G6) 2 . -NHC (=0) G^ -OS 
(=0) 2 G5, -NHS (=0) 2 G5^.tF-C (=0) NHS (=0) 2 G 5 X"$>2> 



mmmm (o rz//xi$ (d) 

G5{iCi_6T;w^;i/^ H0-Ci_6T;v^;H, C 2 _6T;i^-;i^ C 2 _6T 

G^tt^nc^ Ci_ 6 T)v^)vm, c 2 _ 6 T;K5r-^*, c 2 _ 6 r;i^-;i^ c 

Ci. 9 Afn7'J-;Ht'$)^ ilU G6^#^4.^|5:^-r^i#^{i[wi- 
T^^oTv^tUv^) ) 

X2^N$fc(iCR2 (ffiU R2f* 7 .RfglfH\ ^n^>I^ Ci_ 6 T^^;^ 
C3-8^^ n ^ ;l/ ^ ;l/ *> -0-Ci_6T;V^;V, T^/ft, -NH-C 2 _ 7 T~> 

;K -nh-Ci_ 6 7;^;H 7ti±-N (Ci_ 6 t;v^;i-) 2 t?&&) -e^b ; 
x4^N*7ttiCR4 oiu R4(i7^mT-^^«Ci_ 6 r;v^;«-e$>^) 
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RteTffie?«£l£r< 
Ut2] 

ZliTMBTK ^n^>g^ Tffig^*^ («) *fc»RS*U>11SU6*#L 

ttv^^ j:v^-o-Ci_ 6 t;v^;v> Tffi«m*^ (iff) jfrfcWSSftaiMfe 
* * L r v > r & «t v » - s - c i_6 t ;v * ;w f ti c 3_s v * n r ;w * t? & 19 

(/?) i±7mMRxf-o-Ci-eT)v^)vx-$>^>) ] 

(B) (±^nr>jj§H\ ^fal, vT/i, -Gl> -OG2 N -S G2, 
_ N ( G 2) 2> _G30G< -G3N (G4) 2^ -C (=0) G2, -C (=0) OG2 
. -C (=0) N (G2) 2 , -S (=0) 2 G2, -S (=0) 2 OG2, -S (=0) 
2 N (G2) 2 . -S (=0) 61, -0C (=0) Gl, -0C (=0) N (G2) 2 > 
-NHC (=0) G2 N -OS (=0) 2 G!> -NHS (=0) 2 G 1 W-C (=0 
) NHS (=0) 2 G 1 -e&&o 
(tt&gft (B) 4*> 

Gl{±TIBSm*# (C) #c>a^$*L&pm$ 1 ~3if U 
v>r«> J:v>Ci_6T^^3£. TSB«aU6» (C) 3&»e»3WR**L&R*i/itt* 
t«Ml~3ttLtv>t'J)J;v^C2-6T^-iH> TIBfi^*^ (C) 
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Tiasm*^ (c) frt>m$izti2>mnttztemn<o&*i~~3m^LT^ 

"CU^C3_ 8 y^D7;^;^ TfBSm*^ (D) ^<bii^£*L&|WI®:i:£ 
lillol^ 1 ~ 3 it L t v^t U C 6 _i 0 7 'J - TfBg#ISi£ (C) 

G2(i 7 K^M^ Tiaem*^ (c) ^f)iK$w^ii^i±iios^i~ 

3WUv>TUv>Ci_ 6 7^;vi, TfBfim» (C) ^hM^ti^m 

^ (O frbmnzfc&mmttzii^mv&z 1 -3Mlt^t^ j^c 2 _ 6 

T;i^~;i^ TfBSm*^ (C) ^MiR^&Mf *:{i#Ml<£>*£ 1 ~3 
itttv^^ i^C 3 .8v^n7;v^^ TffiS&*l£ (D) ^£>3I^£*l 
& M£ fcteHSoS^ 1 ~ 3 if LT^T & J: v> C 6 -ioT U - TIBSJ& 
S# (D) tzligM<D&* l~31tLTV>ti iv^C2- 

9 Afny^D7H^ ^7t(iTIB«m»P (D) frbM$lZti2>Wim.Z tz 
(±^S<7>»* 1 ~ 3 it 1 1 v^t U Ci.g^T n 7 'J - ;H-e$. f) , {IU 

G3(iCi_6T;v^r;v^-e^>i9 ; 

G4{iTIB«^*^ (C) frbW1RZih&mmZfzlZ^m<V^* 1 ~3MLt 
v^U^Ci_ 6 7Witl)i),iiU G4^tM«i;tic^4tl)t^{i 

(C) (i^n^>M^-> ^hnl, ^7/1, t^rVl, -G5 N -OG^ 
. -SG6. -N (G6) 2 > -C (=0) GK -C (=0) OG^ -C (=0) N ( 
G6) 2 . -S (=0) 2 G<\ -S (=0) 2 OG6 N -S (=0) 2 N (G&) 2 . -S 
(=0) G^ -0C (=0) G5, -0C (=0) N (G6) 2 . -NHC (=0) 
G6, -OS (=0) 2 G5. -NHS (=0) 2 G5#£F-C (=0) NHS (=0) 
2 G5-C^>I9. 

m.&Mm (D) I4^d^>^ n ^hal, y7/i, -G5. -OGK -SGK 
-N (G6) 2> -C (=0) G6 N -C (=0) OG^ -C (=0) N (G6) 2 . - 
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S (=0) 2 G6, -S (=0) 2 OG6. -S (=0) 2 N (G«) 2 . -S (=0) G 
5 N -OC (=0) G5 N -OC (=0) N (G<5) 2 . -NHC (=0) GK -OS 
(=0) 2 G5, -NHS (=0) 2 G5£tf-C (=0) NHS (=0) 2 G5-e&& 

o 

m&mw (c) Rzf/xft (d) <k 

GStiCi-eT^^r^*. C 2 -6T;V^^>'V*> C 2 _6T^^r"^*> C 3 _ 8 v^n 

g^^h^Ts Ci_ 6 r;v^;^ c^t^-;^ c^t;^-;^ c 

3_8y^nr;^^ Cq-iqTV C 2 _9^x n n Tfr^fr&t fzit 

[it ^ 3 ] tit mi 1 1 it 2 mmo^mmmmwm * £ t± * ^uss 

[ft*^4] \L bSGLT2^14|5lW^jT^^. ffl^ 3 |B«^IS1I,M; 

[it mso.mm^mmir zmM^wmm, mm.m*&Wrm, 
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MM® 



mom i o ] $mm 1 1 tz& 2 mm^mmmmnmrn^t tz\±z<Dm 
mam 12] ( a ) m^m it tin 2 mm^mmmmmmmfe* tz « 

raff^ia*^. D-*^n^yyb-;K 3y>^i|^rt- tf- 3 PI 
*2IS* Iffrii rf >^7"^ K— 1 „ zr>W<7°?- K— 1 =f 

>*^7^ K— 1 T3*-7 K 7 5 'J 7 5V >T j> 

IS#IH> y-75/If^7>^^>, thU7Af t>^;V7>^^ 

GB-7 6 1> e*^n*;K XDf^fyK, Y-12 8> tKn^fy^W 
i;^3j.^-»f-f AAM7C^mia#^ 7*79- h^vfk^. £ 3 -7 Fl/ 
t , J>gf#7 3'-^f> TvJ^xvf^AA: Di/^fn-;V7y;HKf 

mzmmm, v ^— e 5^n7-Ah^'j^n^7^77-7*n 
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^>K-t';>^m^ia$m> x>F^y^##:T>^'^f, mm 
*>\'i<"}&imM, ikmsM&m&m, $&mm%mm. #um&Em, a 

1 2tmomm 0 

i4] ( b ) >m^mmmm, mm.rn.mm. 

Vfr^y'^-tr-Jd I I mmm, V^-fT-V^^rf^?-^ I VP1II, 

n'yU^T*^ V— 1 ^fy^^-f^f- K- 1 7 =f f „ y * y 

r5r/i»^ T5 v his i^AS^i^p)*^ ± 

15] ( b ) r^'j ^asterna*, tmn, 
tr^r^>f Km ^ y >5»t£3iig> >f y >x«-r >x y >m*fo> ^ 
=r >^##:y > * k y S'SW*?-— f*JMiiB& h y ^y°=f- 
Vfr^-ff-y-n 1 1 vi-mtn/si-mr—v i via^m, rnr^ 
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-;K ^y ay>^Jfi»**t- t?-3lfiWlg, ^fl^^y^F- 1, ^ 
rf ym^-f^- F— 1 =fyM^"f^ K-ir =f^* k 75'J 

Ym, >f y yffi&MMm&zvpj >x y yjL\n y ymmfc 

m$c$Li 7] (b) mw. 4>xv>m&&mm&. mmnmm. 
\£?ti~4 Ym, << y yfr&temm. << y* y yxiz^ y* y ymmfa ? 
frjjzfygmfoTyfzr-xh^ 4y*v >&®fc*i—*?W$kM* Yv^zff- 
V)\"<-7~?- ^---tf 1 1 m^m, >^v^ y r- viv mmm. t- >r 

>fny>*X7T^-^- l BIM^I. a y 9- J £RI#X^ ^ 

-zk yv3yy&j$mm*i—v-3m.mm, ^^^=fym^7^v- 1 , ^ 

rf K— 1 ^ft#, ^OV* zfyfo-*'??- F— 1 7 rf~* K T $ y 

^mw^iRBiwi. /nfr^^t- scam y-y^/mm^&T^ 

.h&HWBH^ #«SBi\ f'Jy^ 5- 

tiKn^y-l-^f^tr^h-f^^ EGB-761, If^n^K xur 
Y-12 8, T^^>^>v^^^ia#^> ^tt-x.^ Y^f^y- 

v®mm> yyv^T-y'yy i i^##^feL^. K-ty vgaw*ifi#as. 
F-by y^#7^?rf-* his* Wjmas*fcfc*SE.J: oa^^tts^* 
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-^-v: 10/ 



1 7IB«0B^ 0 

-tr I I V^-fT V- 4f I v /DN>fny^ 

>^**4rf— if- 3 K&#Hg^ ^>^-7°f- K- i N rf >^-7° 

[i^2 0] (b) J§£#^ /? 3 -T Kl/t'J >%mfoT*-X h43i 
9fBfc<7)ll^o 

[it^ 2 1 ] As^pftosij^y r ^ >?mwmMm> 

BES^S, -fen b~>ttffiJW**U -bnh^>r^h, ;^TKl/t'j>M 
^TKl^UVttffiJWmSS, «i-7Kl/t'J^f#:7^f 

3*^f>-7>K7>7x^^-l/^aV-fKf7>^^';yf, V 
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fli^;v«t>T^*— K ")n3K>, v^^^f/, yvh^^f >if# 

2 2] ( a ) fif 1 * tz i± 2 Stt0$£**&9RBi&#:£ fc it 

^ - -ifanJatSI, h V ^ rff- V~ -if I I v 
^f^-^fivffifl, -fur* >fny>*^7 7^-€- 1BIII, 

rf^^y^ K— 1 > =T >m/*"ff- K— 1 =** 

-X K *E^H^-NF-*Blfi»S. l&Xjia^WXIflM. N-7-fefMb- 

B -'j>n-7y7 k- v^y^r--tfia#n, ^ >^ 7 ; ytMSi 1 - 1 > 

GB-7 6 1, kf^n^K ^n-7*^r'>h\ Y-128, KKn^f^ 
J^'J;V3x>f^ AA«7C05HRa», 03-7 Kl" 
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t'J>»7^f, ryJVnx>f/fAA: 3l/Xfn-^7yiVW 

77;VV">A}§^ > JfiLt^SSl^ffi^ 3»#0itifl^ 4»flZttl#l±^> a 
ftat-T * tztb<D^ ( a ) fflt^ 1 $ fcfc* 2 f5«cO#Mitmit^i»fc;J: £f±^-<7> 

^7°f K-lT^f, TSV>\ 75 'J 75V>7n^f > T 

)i>v-xm7mmvmm, ^mmwgimuwm, /nr^f **cii 
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5-H Kn*~>- 1 -^^;l/t>^ b >\ EGB 
-7 6 1. fcf^o^K xnf^yh\ Y-128, tKn^'>^W)^ 

EBMS. 7n7n-;K ¥TO^^^>^##T h . rz 7" n - ;w$.JR 

m^m, v ^-*?mwm, ^nv-Afj^'j-t'j Ff7^7 7-7nt'f 
WLmmfc. mnmrnmrn, i-hvy^&m*ftm.Yy>z#-?~mmm, 

*^5/^AfSifiai, JfiL*l£5ittl^JE3l. ^m#«iffm> *«Z1S:l$JEEaS> «2~ 
[0 0 0 1] 

*5&W*i, [SHIS*: tr*ffl*«*«*5WNI#:t fc»i*<0&33*«rWfr# 
[0 0 0 2] 

$?>»c#L<Jfi'<*L»f, thSGLT2|gttI^I*IISU ft 

mm. mmm&&wm. mmm&vixw&mzmmTzm&o^mjiitmmmt 

[0 0 0 3] 
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[t&^&tr] 
[0 0 0 4] 

£ (08x.WT, ^Ml#I) o Sfc. fI«Iif©SlW:SGL 
T2 (f- b V ^A^14^;V3-^fi^#2) **£3)EU iOSGLT2* f M 

> ^#H s ^tffifc2#SB) e HhSGLT2Sr|fi#^aifc^J:i)»«-e<^ 
fc^-Ci^o tot, ^ 4 1 f S G L T 2 ittif f^I t *rLWiUB« 
mi±jBH*jMI*m^e>#Nlt$*a^*. #rt-co*of flints i t^fe 

[0 0 0 5] 

tew*:*** 1 1 

Luciano Ro sse t t i, ^-4^, [J. Clin. Invest 
.J, 1 9 8 7^51, ^79^, p. 1510-1515 
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Yoshikatsu Kanai,^4^ ( |~ J . C 1 i n. Invest 
.J, 1 9 9 4^1^,^9 3^, p. 3 9 7-4 0 4 
[0 0 0 6] 

[0 0 0 7] 

mthtzm^ tsbhes; ( i ) x-mzti&ik&m&mtitz t v s g l t 2 mm 

[0 0 0 8] 

1) 

Kfc3] 



[0 0 0 9] 

x2}±Nt/i(iCR2t?^ j ) 
x3(iN£/~teCR3-?*£>*) 




OH 
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iv^C3_ 8 y^D7;i/^^i> Tffigm^ (B) tL&lwjSi: £ 

f£^gO»£ 1 -3m^VX^ri>£^C 6 -iQTV-frm, TlSfim*^ (A) 

^7J^^ *fettTiBmftaKff (b) tzitmmom 

(d) *»e>atR^*t&afe-e*»j ; 

f» (A) liAn^>H^ -fni, vT/S, **Vlfe. -Gl, -OG2 
, -SG2, -N (G2) 2 > -C (=0) G2, -C (=0) OG 2 , -C (=0) N ( 
G2) 2 > -S (=0) 2G 2 , -S (=0) 2 0 G2, -S (=0) 2 N (G2) 2 > -S 
(=0) Gl. -0C (=0) Gl, -0C (=0) N (G2) 2 s -NHC (=0) 
G2, -OS (=0) 2 GK -NHS (=0) 2G 1 &0 f -C (=0) NHS (=0) 

2 Gi-e&t? ; 

«i&SS£ (B) tt^n$*>JK3\ -fni, y7^i, -Gl> -0G2, -SG2. 
-N (G2) 2n -G30G4. -G3N (G*) 2 > -C (=0) G2, -C (=0) 0G2 
. -C (=0) N (G2) 2 . -S (=0) 2 G2. -S (=0) 2 OG2. -S (=0) 
2 N (G 2 ) 2 , -S (=0) Gl> -0C (=0) GK -0C (=0) N (G 2 ) 2 , 
-NHC (=0) G2, -OS (=0) 2 Gl, -NHS (=0) 2 G 1 RV-C (=0 
) NHS (=0) 2 G 1 X^^> 0 
(fff&SIf (A) RZF/XH (B) 

Gi(±Ttas^^ (c) frbmw.zti&mmttziimm^m* 1 ~3itu 

j:v>Ci_ 6 T;w^r;^ TIB«mS^ (C) ^S^tL&PMf tzltm 
i<7)Mi-3MU^t^ j;^c 2 _ 6 T;Vv--;^ Tffigm^ (C) 
<bi!iR£*L;z> J±£«<*>3£&' 1~3 LX^X & «fc ^C2-§T)V*~)V 

3k TI5Sm*# (C) ^t>M^^tL^,|W|ai^(i^S<7)*^l~3«LT^ 
Tfc iv^3_ 8 y^n7;^;H, TfBSm*^ (D) ^£>jIiR£ it 
(i^l<7)*^l-3«LTV^r^<3:v^C 6 _ioTV-;^ TIBfim*^ (C) 
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^nrwi, 4fct±TSB«**# (d) ^?>a^$*L*raatfcttiwi©* 
» (c) ^«b®^$^rasi7ttt^a<o** i -3m^Lx^x i> x^c2-e 

T) V*-fr^ TIB«m»P (C) ^f>^$tL^|WI@t^(±^<D*^ 1-3 
if lTv^U^C3_ 8 y^DT;^;vS, TfEg#l*# (D) frbmMZti 

m& (D) ;6^jI^£*L&IM££{i^I<D*£ 1 ~3MtT^t* iv^C2- 
9 AfDy^n7i^;^ Sfcl±TIB1HJiafe» (D) jfrenfflRS*L&RM4;fc 
iillOS?- 1 ~ 3 if t T v^T U ^ C i_g^f n 7 'J - *) , {IU 

G4(iTiBtt^*^ (o frhm$izti2>mm*tzimm<Dm*i~~3®mLx 
^xi>x^ci. 6 r^^)vmx$>y), iiu G^gm^^^^^Ei-^^ti 
iwi — t^Mot^tu< ; 

am«^ (C) \±^uy>m^ ^fni, y7/l, *3rV*. -G5, -0G<5 
. -SGK -N (G6) 2 . -C (=0) G6. -C (=0) OG&. -C (=0) N ( 
G_6) 2- -S (=0) 2 G 6 > -S (=0) 2 OG6, -S (=0) 2 N (G6) 2 ^ -S 
(=0) G\ -0C (=0) G5, -0C (=0) N (G&) 2 . -NHC (=0) 
G6 N -OS (=0) 2 G 5 . -NHS (=0) 2 G 5 ^.^-C (=0) NHS (=0) 
2G5^«9, 

m&&m (d) iz^uyym^ -bn§, v7/i, -gs n -og<\ -sg6, 

-N (G6) 2 > -C (=0) G<\ -C (=0) 0G6, -C (=0) N (G&) 2 > - 
S (=0) 2 G^ -S (=0) 2 OG6, -S (=0) 2 N (G^) 2 . -S (=0) G 
5, -0C (=0) G^ -0C (=0) N (G6) 2 ^ -NHC (=0) G^ -OS 
(=0) 2 G 5 . -NHS (=0) 2 G 5 S.O f -C (=0) NHS (=0) 2 G 5 X$>2> 



mWE^ 2004-3004335 




2002-374016 



18/ 



mwhmm (c) xtr/xi* (d) 

t;v^;v*. Ce_ioT';-^*. C2_9^r n ^ n r;v^;vil i± c i_9^f 

G6{±tK*M^ C\s7)V*)Vm, C2-6^^^- ;V *- C2-6T^*-/Hfe^ C 
3^>^nr^^l, C6-10T 1 ; C2-9Arny^n7;v^;HI/:li 

HU X 1S.I>*X3^21 ltNl^liCH-e*») ; 

x2^Nt^t*CR2 (ilU R2}±7X^ : f-> ^D^>^ Ci_ 6 T;V^;V», 
C3-8'>?D7^;Wi, -0-Ci_6T;V^;V, 75 71, -NH-C2-7T~> 

;k -NH-Ci_6T;v^r;v*7t:(i-N (Ci_6T;v^;v) 2"^**) ' 

'2>3|ir'ei\ 

R(iTffiSmS£l&< 
[0 0 10] 

Kb 4] 



ztt**K^ ^n^>M^ Tissm^ U) frt>mRztizm.mm*&i> 

LTV>Tfe J:v*-0-Ci_6T;v^;K TIBS^*^ (/?) ^?>®K$^fiSI 




[0 0 11] 



ttSfE# 2004-3004335 



2002-374016 ^ ^- v : 19/ 

tt'ife*» (/?) (i7XmS^^-0-Ci_ 6 T;v^;v-e^>a) ] 

[0 0 12] 

2) R^Tiasm^ (b) 5&»feaBw$*L&raa4/i»±»«o*i-3flwtr 

ffi#lSf£ (B) tt^nyj/JR^s -fnl, yr;i, -G^ -OG2, -SG2, 
-N (G2) 2 . -G30G4, -G3n (G*) 2 , -C (=0) G2 N -C (=0) OG2 
. -C (=0) N (G2) 2 > -S (=0) 2 G 2 . -S (=0) 2 OG2 n -S (=0) 
2 N (G2) 2 . -S (=0) Gl. -OC (=0) GK -OC (=0) N (G2) 2 , 
-NHC (=0) G2, -OS (=0) 2 Gl. -NHS (=0) 2 G 1 3ttJ f -C (=0 
) NHS (=0) 2 G 1 -e&&o 

m&mm (b) 

Gl(iTI5«m*Sf (C) **?>a^$*L4Rat fcttlWlO** l~3fi*TLT 
v^T^>«tv^Ci_ 6 T;V^;^> TfBttifeS^ (C) frfcjHRSfraMtefctt* 
«0*Srl-3fl^rL-rv^T* i^C2-67^-^3l. TfBfi&3iS£ (C) ^ 

bmiR-z w&t tzitmuom^ i~3 «r l-cv^t & «t ^c^r;^-;!' 

tU^C 3 . 8 y^n7^^ TIB«m*^ (D) frhmmztizmmttz 

imm<Dm*i~~3m^Lx^xi> x^c^iorv-^m, rmmmmm (c) 

g2i4**jr^ tibs^*^ (c) *»&aHR$*LJ6raa4^tt*tto**i~ 
mttzamm^m^ i-3m^vx^xi> x^c 2 -6r^^-^^ Tissms 

# (C) ^<b^$tt^>|W|@f ^:li#HlO*4r 1 ~ 3ffl^LTV>T& J:v^C 2 _6 

r;v^-;v*, Ttsem^ (c) frh&$i2fr2>mm%tz\±mm<Dmz 1 ~ 3 
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^pil 2002-374016 ^ ^- v ! 20/ 

mmLx^xi>x^C3-si'?vT)i>*)vm, rtm&mm (d) frbmiRzti 
zmmttzitmrnvm* i-3m^Lx^xi>x^ce.iorv~)^ nsmm 
use (d) frbm$i-ztL2>m&t-fc&&m<D&* 1 ~3Mttv^^ £^c 2 _ 

9 Atn->^nr^;H, ' ifclirFMSUfctf (D) ^f>I^^tL^,|BlSi/: 
t±#ia<Z>3l* 1-3 IB^T ltv^Uv>C i_9^x n7'J 19 > {1 L> 

G 3 (iCi_6T;w^;«t?^«9 ; 

G 4 (±ria®m*^ (c) frbmvizti&mmttzte^mw^* i~3ttu 

|wj — -e&M&o-cv*-c*> ct < ; 

g|Mi£ (C) te^n^JETs -fnS, v7/i> -G^, -OG^ 

> -SG6, -N (G6) 2 . -C (=0) QK -C (=0) 0G<\ -C (=0) N ( 
G6) 2 . -S (=0) 2 G 6 > -S (=0) 20G6, -S (=0) 2 N (G&) 2 > -S 
(=0) G5. -0C (=0) G5, -0C (=0) N (G&) 2 > -N H C (=0) 
G^ -OS (=0) 2 G 5 ^ -NHS (=0) 2 G 5 &tF-C (=0) NHS (=0) 
2 G5X$>*), 

wmmm (d) te^n^n^ -bni, v-r/s, -g^ -og^ -sg6, 

-N (G6) 2 > -C (=0) GK -C (=0) 0G6, -C (=0) N (G^) 2 , - 
S (=0) 2 G 6 > -S (=0) 20-G6, _ S (=0) 2 N (G^) 2 . -S (=0) G 
5. -0C (=0) G5 N -0C (=0) N (Gfy 2 > -NHC (=0) G6 % -OS 
(=0) 2 G 5 , -NHS (=0) 2 G5£tf-C (=0) NHS (=0) 2 G^X^ 

O 

(C) RXf/Xl* (D) <K 
G5(iCi_ 6 T;V^r;«. C 2 -6T;^^^i> C 2 -6T^^-^^ C 3 _ 8 v?n 
T;v^;i/^ Ce-io"^ 1 ^ C2-9 A >fny^n7;v^^*^/cliCi_9Af 

Gfyi^SfHiK Ci_ 6 r;v^;^ c 2 _6T^^-^*> c 2 _ 6 t;v^-;w*, c 
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12 0 0 2-3740 16 




: 21/ 



[0 0 13] 

4) t h SGLT2 mmR^M-Z-Jb Z> , Mffi 3 ) lfi«<7)|S^M# I 

% ; 

10) Htrisi) ttzii2) mm^mmmmmmm^tfzit^^mm^mKwm 

1 1) M&^mzmmt^mB,<D^mxi±^m^mm^m^^m^i'^fzi6<D 
, fftfii) ttzit2) mm^mm&mnmmfctfzit^omm^Miznmzti 

[0 0 14] 

12) (a) fulfil) *fct±2) |Bfc<7)^am^mMS^f £ {±^3igg^tfj 
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^-v: 22/ 



=r>^y^ k— 1 > =r>m^y^ K- 1 ^m^y^ Y 

mmmmmm, &mitm%fkj&m&m. y*T<<>*i—*£cm.mm, y- 

ST-NF-zcBPIW^, JIBK»aMbB8Slfi#ais N-7-fefMb-«-'J>^> 

SET-. JM^&5&£ftBT«i#. ±&ii?fiBT-., »«SS?, * 
SNgfls ^yv^ 5 - 1: Kn + v - l - ^ f ;v t ^> > /f EGB-7 6 1 
% tf^o^;K *n7*3r~>>\ Y-12 8. tFn^y^fH>^'J;vaz 

y/<~ feia*^ ^nv-Af'^ij-t'j Kf7>^77-ynr^> mm m 

% V^y^t- fel$&#|g. *.;^f>;<;^ W j^7^7x7- felflSH 

•ty ^getfeg^RMas. ^> K-fey ygmfcry**-* k mmrn, idvw 
1 3) mm&mKmmtzm&n^flsxitmmofcft^ wsmi 2) fem^iM^ 



[0 0 15] 
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1 4) (b) jgtfw. -oxv^m^mm, wmtmmm, vm 

r>^^f, 4 y x y ygmfo* i- - JzMMM, mj ^ -Jjv^-ff- 

7 7^-€-lBifl> ^'J3y>*7*'j7-ifltl, ^3-^-6- 

3 Mm rrv^y-f- k— l „ 
f 1 - k— i m&te. r^x ^ym^ff- k- i r rf~* h „ t^ta r^r/i 

*> laoasau-cfciK ^ifiL^tcfeH-r^^m^m^iT*)^. mriBi 3) tarn 

1 5) (b) j y^vym^nmm. mmm&m. vrm m 
, ^>-*y ^wmii, >*y >3Ui^ ^*y y fr* 

T>?=f~x K <f V ^ l£M MM , V y i-f^-V 

■t* 1 1 mmm> v^f^v^^ y~ v 1 v pmh^ 7 p Drr/fDy>^ 

■7*ii KD^t-b'Ifl, Jffftf9r£EMH^ D - * n 4 / v b -;k ^Jny 
9- K— 1 K-17 =r~* b „ 7 7 5 V >S 

Htriei 4) ; 

16) (b) j&w. 4 >ie&&m&m, mmwrnmrn, vrm vm 

, 4 yx y v^^flSJUISSJs J: CM y >3Ui-f y fltf* bte&ffi-X 
[0 0 16] 

1 7) (b) j&frtK y&g&mtm, mm.mmm, vrm vm 
, -rv^y >xm >*y ymmfa. 
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^-v! 24/ 



7 r * 1 B ^'J3y>*X*'J5-«l, ^;vn-^-6- 

K n ^ - IM^ flf*t§r£lfi«l(l. D - ^ n >f y v h - ;k ^'jay 
^f- 3 =r>^^ K— l , =f>m^y° 

f- K— 1 IK£iM£> rf K-17 K 7$'J>i 

N - T -fe^Mfc- a-T/^h-7'>7K- 7"^- ^- 4f 
-^fjHir/f^, EGB-76K e^^n^V, ^Df^ryF, Y-l 

2 8. r y v*-t y v ^ramaiswig. *&^> v^y^-v-^mmm, t> 
"j^rv-y^y i i »; >£imxR«u x.> K-ti; 

*j-c**). iftjflLit^^feH^^^jiL^m^tt^^-c**, mis i3) 
SHI ; 

1 8) (b) T)\<v-7sM5mmmmm, ry^-^ry^ymmmm 
mm, > tf <t jit y y v > 1 



i 9) (b) -r ^wisstefliaas, e^r^-r kh 

\ ^ >; y&m**j-~ j emwm, v v ^-f^v^^^y-^ 1 1 mmm. 



tfiiEijf 2004-3004335 



2 0 0 2 -3 7 4 0 1 6 ^ ^- v : 25/ 

— tf-3ia#^. ^^^rf^^^K-l, ^;v*=r>^^K-i|g^# 
. ^Ol/fc ^^^y-f- K-lT^h> 7 5 'J >, T < V 75 'J > 

T rf~* h , /? 3 - T K V-T V V^mfoT Zf&frfflUmfr hta^m- 

mifii 3) fem^is^ ; 

2 0) (b) j£3->&*\ /?3~T Kl^V >f|#7^^ b £ ± &'&®&Mf&iP' 
htzZWZ ^l«**iS^4:< fc* ltto^jW-C**. Hfrffil 9) ffi*cOB*g ; 
[0 0 17] 

T KW"V >Scm$!l^> «i-7KVt , r^tf73'-Xh > /3 2 -7KVt 
V >g##7 K Kwt 5 > 7 ^ ^7 >^ try K^W#7 > * =f 

r-7^If^#7>^^b> H 3 -t:** 5 >T 
K L-H^f^>, l/-7°^>, U^>mm^ ^-/f>^ff7^Xh, 
>5;3;vf>^7^>, a -^7->i|g$Jt*;^>, n^-T>- 

> x^n^^^T^K #;v-> h -^it^MS!^?- 

J&ftBi\ V';7V--a-bnt?y?77^^-, t^nhnt:>ttii*;v^ 
h Wx-f ^%*;l^>^##7>*:^* K T^-^M^lS&lffl^^i^ 

0) fB«co|S^ ; 

22) (a) fulfil) ttzit 2) mm<o&&mMmmmmteZfzte*<Dmw¥M 



ffilE#2 00 4-3004335 
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—nmwm, h u^y^^^^y^r— if 1 1 m^m, fr^-f+r- 

Vf * * X y t 9 - -tf IM^ t: ;i" e ^Mt* t: Kn^f- -if J3TMfr£lfiW 
-17^h, 7Sy>\ 7$ y 7^'J>7^X>, 7;WK-* 

tItg^m^ ^*$tit»M;ia#iii, -ec lawn. r - 

H^NF-tfBIMag, HB»i&®MI:»&lfi«g, N-7tfMb-a-'; h 
-7->7 F-v^y^^-^flSW^ -fVXV^fllURftH^-I. JfiL/J^S*^ 

7'Jy>, S-tKn^y-i-^fjUir/H^ EGB-7 6 1 
, tf-^n^K xnf^yf\ Y-12 8. t Kn^ry^f ;v^i/^'j^nx 
^A^tuMIM^, -7^-7^-h^b^> /?3~T Kl/fJ 

. ^^71/^iifim fi*my#«es«#J«ai^ -^^s^* 
•t y > K^r y >^#r y ? i „ mmm, x^^y 



ffiiE# 2004-3004335 
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[0 0 18] 

2 3) «M^^H1-^^MW^X{i^MO|S^m^^ii^i-^>^i6<7) 

, (a) huisi ) ttzi*2) Mm<Di?mmmmwMm&ttzitz<Dmmm*)^ 
mztt&m, Mi-tif)^yDK7 7^ &£zf (b) ym^n-m^ 

> * v ymmw, ? ^ * ^ y^m^r > ? =r - * h , ^>x'j> ^— * 

h >; i-ff-V 7— if I I IfiWH, ^y^v;^^^— t* I 
m^y°^ K— i > rfv^y^- K— l fgffcfk =f K— 1 

/Bl^f#7>^^^h> 7" > V 7 Af^>^^7>^ =f-^ K IS^B?- 

Wft*JtSI?«t^ -t&tfJSB^ ttigifeftH^ 
#k 5-tKn^rv-l-^fjVtr/V'f>, EGB-761, tf 

•=e*n«t/l/„ xnf^fVK, Y-12 8. t: Kn Jf- ^-^7)^9 V ;vnai>-if 

K 7viV3x>f^ AA : 3 l/^rn-;V7y;H1g$itIil, yn 
t*3-;k ¥tm*fr*yg:m&Tzf-x K n^^TD-^tJRifi, y/\- 
— *?lfi#*U ^ n v-A > 'J -b 'J F f 5 >X 7 7 - 7nf > if I, y 
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10 0 19] 

*§£WK&\<*X, C^T^^r^Stii, ynt°;i/g, 
'fvyne^i, -7^;v*. -fVWi, s e z-f^J^m^ tert-7'f 

;^*> l -7f-;H, 2 -7f-;H, 2-^f-;v7V;Hfo^ft2~6 
2 -y"u \*-)vmm<o$mf&2 ~~ 6 Oltil^t tz\*i&frfrtd$L<DTfr 

(i N v^n^ntf;^ ->^n^;v^ v^n-^>^-;i/^ v^n^^r->;v^ 

^Ife* fett^7^-^*=Srv»-9 0 C2_9^f n5/^n7;K;i/ltli, ^e;i^ 
y ^■*-=e^*y^ fb7tKD77^ rb7tKnt?7^ 7v'Jy> 

mjftmxi±^M<D&imnxi±m%mtim'kLtz 5 x« 6 m<n n v ^ u 



tBiE#2 004-3004335 
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k!5^A Wyw^ ifn-^, ft7i>, -Y5rv*-;w tr^v*-;v. * 
^tvTv-K ft^7v-;K rh77-;K Bfc&nc^ % 

[0 0 2 0] 

3; (i) -e^$tL^,^a^^M^^m^^^>^t/*v^ 0 tuts— ^ 

[0 0 2 1] 



[0 0 2 2] 

XK X2, X3. X^^RIiflrlBfclBItAflcSrto) 
[0 0 2 3] 

^-0-C2-7Tv^i> Ci_6T;V^;V-0C (=0) -C2-7Tv;l/*. Ci_6 

t;v^;v-oc (=o) -> Ci_ 6 t;v^;v-o-Ci_6T^^;v-oc (=o) 



lit 5] 




OH 



ffifiE# 2004-3004335 



#M 2002-374016 
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-> ^>VM;v*. C2-77y^-0-^fJ>i, 1- (C2-7Tv;^-0-) jl 

Ci_6T;v^;v-oc (=0)' o-^f-^ak i- (Ci_ 6 r;v^;v-o 
C (=0) 0-) C3_8v^n7;K;v-oc (=0) 0-^;v^ 

, 1- (C 3 . 8 y^n7W)l'-OC (=0) 0-) #t7^i, 

tlftffltl. i **Bfe*<o««ai£^f & i C2-7T *>/i/ 

Ci_ 6 t;v^;v-o-C2-7T~>;^ Ci_ 6 t;v^;v-oc (=0) -c 2 _ 7 
r->iH, Ci_6t;v^t;v-oc (=0) C\^T)v^)v-o-Ci^r)V^ 

;V-0C (=0) C 2 -7Tv^-0-^^;^ 1- (C 2 _7 

Tv;v-o-) Ci_ 6 t;v^;u-oc (=0) 0-^?-;i^ l- ( 

Ci_ 6 7^+;v-oc (=0) o-) C3_ 8 v^nr;v^;v-oc (= 

O) 0-^f-;v^ l- (C3_gv^n7;^;i/-0C (=0) 0-) •x-^S 

^■ei ^.7 5 y iot n^f if -5 i t^t^o tfz, c 2 _7Tv;v-o-^ 
l- (C2_7Tv;v-o-) -x^-zi^ Ci_6T;v^;v-oc (=0) o 
i- (Ci_ 6 7;K;v-0C (=0) 0-) C 3 _ 8 v^u 
TW-oc (=0) o-^^;v*, l- (c 3 _ 8 v^nr;v^;v-oc (= 

O) 0-) -x^;v^<7)7 0 n Y7y?lz&\,*xM1%&mi-%>Z-ttfX%2>A)i'* 

t&x%, mz.it, r^^^yy^^mfDt&xtee&wim&KmALxmm 

2-20 ^itil^ t < (±&53^;M£<£> T ;H£ £ v> ? 0 
10 0 2 4] 
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y'JM, T 1 ;^*. ^>vV;V^> fc:V<?n^;i^ ^s*J)\>jr* z/fo )V#~)\/ 

^f^y^> v ;v^ N p - - b n ^ v y;v*, ^ > vM tiV-? 

n ^ > v ;v * v # ;v ;v^<7)— ^fitj tc^li^RS ^ £ v > Tffl v> 

t e r t-/h^y^^^i> ^>v;«. p b^y^>y 

t e r t-7'f;vy^f;vy 1 J^ T V ;v^co— ^tc^^MiStcisv^ 
[0 0 2 5] 

^^^miiB-^ (i) -e^^tL^-^M^^si^#t tta, #atrv 

[0 0 2 6] 
[0 0 2 7] 
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me] 

X 3 



0H (III) 



I 



ran] 



X 3 
X 2-^ V 4 



(ID 



OL 



I 



[182] 



x 3 
x?f x *x 4 



x 1 \^J^R [im3] HfriB-^S: (i) © 

T (T) ► ^mmmmmmfc 

IT «: P-Y 1 (IV) 

HO* ^^"'OH 
OH 

[0 0 2 81 

[0 0 2 9] 

xm i 

ttlfi— UKA (ill) "e^^tt^r^n-Mb^Xfi-?-^^. r-th^n 

^&zt\ l z£i)ffimt&mm-'m$: (id -e^^^^^^^^it-r^it^ 
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[0 0 3 0] 

mm— JKsS: (I I) -« £ fL^it^m ZTfrJjV tokftm 3-£&£fcfcJ:*K 

mm— «s£ (i) t:^$tL^^^o#a^m^^##^Mati-^>i 

it*t Ltii, #!l*_f£\ TkStffc?- h';"7A, Tjcm^TJ V * A. th'^A^f* 
v h\ tf'J ^Axf^y k# Srl^f & £ £ * 0 KJEWfl fiSUr 0 °C ~M 

[0 0 3 1] 

XfI3 

(i) ^mztLz^mm^mmmmfc^yv wz.is, mie-i^ (i 

[0 0 3 2] 

I I I) T3BO**-A 2fc£ ij^StLfcat&K 

[0 0 3 3] 



&8E# 2004-3004335 



mm 2002-374016 
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[ft 7] 



M 



X 1 - 




R 




[IS 5 3 




R 



M 2 -° ° 

(VI) 



(III) 



OH 



[0 0 3 4] 
[0 0 3 5] 



Htfffi-^ (V) T~mZtiZ>tt&!®jZ^ 7Fftmm*, De s s-Ma r t i 

nitl^v>tmi:t^rtt:i Omrie-is^: (vi) ^£*LMt^£$^ 

niW s t^o mftK^B#^fflv^tt^>^i: LT(i, #U;Lf2\ tft^f 1/ 



!uffi-«b£ (vi) ^stLMb-s-t^ i) ^m&mm*. mmm<Dm<o^ 

feT i tz te^&T. P V A Rif Ifc^O^ ^ v ^ A ^lv^ TyfcfSf # 
ffl£CT&tt«7C-r&tf\ 2) «5c#JSrfflv^«7cfi^t'J: 0, *MB— *b5 (I I 



IS 4 



[0 0 3 6] 



Jim 5 
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35/ 



¥fc£*)m%2>l>^ If 3 0^F4~lBFTO^ o 2) <7)Mj£M*m^ 

[0 0 3 7] 
[0 0 3 8] 

Mb 8] 



[0 0 3 9] 

(g^f. Ml. Xl> X2 N x3, X^i^RiiHSrffitraCjtimSr^o) 
[0 0 4 0] 

6 




OH 



(VII) 



(III) 



mm* 2004-3004335 
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^M7ni-^>it^i 19, MfE-fl&5£ (I I I) ^E£*t;Mb^£i»t-&£ 

10 0 4 1] 

3jB7 

iOlttB— «5* (VI I) X-mZfr2>ik&W*mm.1r2>ZbtfX»£2>o 
[0 0 4 2] 

urns 

huib-^ (vii) x-^LZfr&it&m*, TOttv#^^> mm^m^* 
^T&m&Tu-t&ztKx iria-jfes: (iii) T^stLMt-a^ssyt-t 

^•tt c,o«-fr»^Sr*ijf & £ t a*-? § . RjE5iaKt±ji# o °c~mffi,umx& 

[0 0 4 3] 

I I I) t?^$tL&>fb^^^t). TIB— (Ilia) T*mz*i&<t4tm& 
[0 0 4 4] 



miE# 2004-3004335 



^1 



2002-374016 A ^-y : 37/ 



[ft 9] 

N 



Y 2 



(VIII) 



J 



(IX) 

[119] 



R 2 



Y 2 OH 
(X) 

I CXSi 0] 

1 ^y-»7;w3- yv- 




[xmi i] r2 >^ n 
*~ J! .i 



N 

OH 

(Ilia) 



*>o) 

[0 0 4 6] 

mm-^ (vi 1 1) ^mzih&it&M*7FmmmjmmL, 'jf^2 

, 2, 6, 6—r f7>f;Vt°^J^>75 KStjIHT-I 0 o- — 5 0t:i:Tl 
KTl 0$HB~2l$mRj&$'£fc|k tffffi— IfiS* (IX) t^Sfr^Mt^fcRJS 

fll^fclniiU o o^-SffifcTKJfcs** iMriBHte*; ( 

f7tKU77 s A yxf;i/X-f;K 1, 2 -S^ h^-x.*^ ££fi-?-*L 
[0 0 4 7] 



mm& 2004-3004335 



^jF® 2002-374016 ^ v : 38/ 

JM 1 0 

#&t\ 'j^a, TKrn^b^- h y istm# y mM-r >v^a^ 

[0 0 4 8] 

xmi i 

TmmmjG-r^^tKXi), tm—B&t (nia) T^tzthzik&mzmmir 

[0 0 4 9] 

i i i) -?m.2ti&ik&W<D7%, tib-«3£ (i i i b) -c^satatt-g** 

[0 0 5 0] 



ffllE# 2004-3004335 



4 



■m 2002-374016 




39/ 



Mfci o] 




[Ifil 2] 



y 3 \^R (XIII) 




R 



[0 0 5 1] 
[0 0 5 2] 



mm— b& (x 1 1) x~mz*i2>ik<&m*, d i, 2-v^h*->^^ 

x h 7fc N, N-^fWA75 h\ N, N-y>f;V7-th 

^T^tufB-^ (XIII) -e^$tL^^>^;v^#:t*g^$^r^55N 2 
) ff7tFn77>> yxf;i/i-7JK N, N-^fWA7U', N 

, 1, [5, 4, 0] -7-7>f-b>f ^Mffl^t 

llffB-IS:^: (xiii) xmzfr&^isjvmmfatm'kZit&ztK x 19, itr 
ie— «5£ (xiv) T^^tL^-fb^^^i-^^t^-e^^o asi) Kij»t 

*RjEB«Kttaiitsa--a«aje-r* »> . boss* ntiieffl-r *iK#K»jt^»«t. 



Itl 2 



ffiSE# 2004-3004335 



^J#H 2002-374016 ^ ^- v : 40/ 

tiz i 1 b rat?* & 0 

[0 0 5 3] 

Ifil 3 

ffifi-^ (xiv) tr^ $ KMt^y® t mm-md: (xv) 

KfOtS^iqfcT, f (±^^T S £ t kz. «t *) „ ItrfB— 
jR** (I I lb) trit £ tLMfc-S-tJ i £ ri*T- £ £ 0 Sft«i:i^t)WT;v 
LTt±, ^x.tf, -/nyv-^ 

[0 0 5 4] 

III) T^£^Mb£-$f TSB-Jfe* (I I I c) tr^SttMb-a-tMi 

[0 0 5 5] 



ffi§E# 2004-3004335 



$m 2002-374016 ^ ^- : 41/ 



frfbi i] 



O 

A^,R 4 



Her Y 



o 

(XVI) 



I [111 4] 
1 iS5c 



_ R 4 



R 5 



o 

(XVII) 



I 



[ISl 5] 



R 5 ' 



M o4 [XS1 6] 4 

h-V^ ^ iTY R 

g ~ 2) i H 

(XVIII) (IIIc) 
[0 0 5 6] 

(5£*> R 4 , R5i3J:^R«MI5a:|WIC^P**^o) 
[0 0 5 7] 
Iff 1 4 

itrifi-^ (xvi) Tmzti&tt&mz. yfmmm^, ^v-tf^ 

0 miB-^ (XV I I) ^c£*tMt^£#&-^-e§&o Mtc 

it lH^iHFTO^o ft, mie-^ (xvi) -eiistL&tfif&M 

it TiTl^^v^^ ^}±^ffimo^S^ii-?-tLt«mL^&^^ 
S/S^-^^-^^i Zttf~e%Z> (Wx.it J. Org. Chem. , V 

ol. 37, pp. 555-559 (1972). SYNLETT, pp. 13 



ffiSE# 2004-3004335 



2002-374016 ^ v : 42/ 

7-138 (1 9 9 3) ) o 
[0 0 5 8] 

urn. I 5 

pffi— «S^C (XVI I) T^StL&ft^-tfSr. De s s-Ma 

r t i nmM^m^xmt-r^^tKx^mm-^ (xvi i d xmztiz 

J&cSifiJKfciffcJ: D aiT3 0#BJ~ 1 Hffit?*&o 

[0 0 5 9] 
XSl 6 

fffS-^ (XVI I I) xmZti2>ik&%dZ, h 
j#g£4>> V>f ^l^tiftfl. i i: i *9iiuffi— flfcft (I I I c) "C 

mzti&fo&ydznz it**-ei4o 3afl^sfc*m*^Mt±a#£i&~» 

^\ as 3 0£f^~l SF^-e^^o ^fcRJfcK^t&RSSJl^aS^-^ 
[0 0 6 0] 

[0 0 6 1] 




ttiiE# 2004-3004335 



12002-374016 




^-v : 43/ 



Utl 2] 




OH 



(XX) 



cxmi 7] 




R 



[0 0 6 2] 

(5£<K xi. x2 N x3. RisitnviitimiatiwiDmi*^^^) 

[0 0 6 3] 



X-f&ZtlzZ i9mf|B-^ (XXI) -e^^tL^^^^^3tl-^^i:^-ei 

[0 0 6 4] 



Htrfs-^ (xxi) ^mzti&iki?mz^mmm^mmu tert-y 

S^l 0^P^~2B#F^KJS$-^^m. ItTlB-^ (IX) 

& (v) ^^^^^^#^^^^§^0 mmRBKm^bti&TFm&m 



xmi 7 



Xfll 8 



ffi!E# 2004-3004335 



2002-374016 A ^-v I 44/ 



[0 0 6 5] 

[0 0 6 6] 
[<fc 1 3 ] 

^ ^r — -A 8 

xff^x 4 CXS19] x?,- X *x 4 

m J J Z-R(XXII) m J Jh 
(XXI) (V) 

[0 0 6 7] 

(5£pK ZttMgBr, MgCK Mg I t tzi$V A ») ; X2 

[0 0 6 8] 

Xei 9 

fitta—assS (xxi) ^^tt^^^tmiB-^ (xxi i) -emztiz 

tt&mt*^ Tfiisimm^ i^^^^tia ^ mrtfi— ^ (v) -c^^tis 

7tFn77>, yjr.^;iAX-r;K 1, 2 - h tfzl$J:tib 

<r>m&mnm*mrz> z. rj&»jr*±**-i o ot-sja-e*^ s 

~6B#^-C$>ao 
[0 0 6 9] 

[0 0 7 0] 



tHiE#2 004-3004335 



2 002-374016 



4{ 



Mb i 4 ] 



^^r— A 9 



x d 

Xf^X 4 
X 1 - 



M 



(XX) 

[Ig2 0] 



x° 

x?,- x *x 4 



[IS2 2] 



CN 



M 



(XXIII) 

A 



1^0 o 
(XXI) 



[IS 2 4] 



x 3 



M 



1) i^TC 

2) IMt 



[IS2 1] 



[IS2 3] 
«»*<D«A 



(XXV) 

A 



x?r x *x* 



CN 



OH 

(XXII) 



OH O 

(XXIV) 



[0 0 7 1] 

(5£4\ xi, xK xK xK RS&xzmhtm&tmtnmz *>-=>) 

[0 0 7 2] 

JM2 0 

WE-*3S; (XX) •C*S*L«ft^*«r^j&tt#iEtC#«|L, t e r t -7* 

* 1 0 ~ 2 B#W£JS 3 -Sr*:^ N, N-^ K* RJt&S-dlfc 

fciDx.^ 1 0 0*C~MUCT»#3 0#W<- 1 BlfflRJ55$i*\ 

■e^/SM^^mifcK^^-tr^ka-r * c £ k x , mta— (x x i ) -e^s 

^Kn?^. vjc^;^--r;v, 1, 2— h*->.x.* >\ i^ii^-ttt, 

mm, mm, 



£BiE#2 004-3004335 



2002-374016 ^ ^- v : 46/ 

o 

[0 0 7 3] 

1M2 1 

«na-«s* (xxi i) x^fLMt^^mmz^ msmA^^mm 
^mxtzztizx owe—as*; (xxi 1 1) ^$*L*fb-£«& 

[0 0 7 4] 

1*12 2 

iWIBHRS: (xxi i i) *fHb-:M vy^;vr;i^-* 

A^*TO8U&jBv*-r«x?-&£ tizx «k nirta— (XXI) -eitSti^Mfc 

kd7 7>, mtt + i'y. *frh<nm&m%-kz*mfz>z£i)*'e*2>o rib 

[0 0 7 5] 

X@2 3 

luffi-^ (XXIV) ■C*$*L*^fb'fr«0*«»lc, ^m^Mi^'i-v*^ 
v>?»A1-*£fcfc«fc OWBHIW (XXV) -e^$*t*>fb^SrJlig-t-*Cli:** 

[0 0 7 6] 

Ii2 4 

Htria-^ (xxv) 1) ^m&mm*. ^mtv^y-r^r^^ 

^<DM7tm*m^XM7GLtz^ 2) TFfe&mm*. De s s-Ma r t i n 

l^^oiMl^J*ffl^T^bi-&ifc^j:i)i»iaHK5J?: (xxi) -e$tzti&4t 



miE# 2004-3004335 



2002-374016 ^ ^- v : 47/ 

m^mm, BUBrnt* tizz ^ n&&^\ sur 1 mm- 1 b mx$>& 0 

[0 0 7 7] 
[0 0 7 8] 

M%m&jjm-&^Tnbti&^5km<nmm-- B&t (i) xm^fi^it-^ma 

[0 0 7 9] 

^hj<^ fria-^ ( i ) xm z ^mmmmnmrn^ ± x/zoyu k ? 

i%&tLxi*, mut, mm, MitTkmwi, B^^mm, mat, mm, v> 
£<D$m. t (omuM, *fm., mm, *?>*)is*>m., ^ > •*? > * n> * > 

mm, s s3.vn, ~?v>W., ILK. 'J>nl, 

foiltit©^ N-^^;v-D-^;v?(7 5 ^ N, N' 

[0 0 8 0] 
[0 0 8 1] 



fcbiE# 2004-3004335 



2002-374016 ^ ^-y ; 48/ 

[0 0 8 2] 

? ^f*. mtitzt f sglt2 mmmftm k * 9 mmwr^m z$:n~f& - 1 
**lsc, mmm> mmm&&wm (mwr> mmm, wmmm, 

[0 0 8 3] 

t it* *&W<D4\:<k®\^ SGLT2 ®ttffi$H^o^* < t i> l 

t£M^> titmmmmm, D-^n^yi>-;v (D-ch i r o i 

nositol), ^'J^y^ff^t-fe'-Slfl, FfrlJ^yJ^^-? 
f- K- 1 , zfyl&f??- F— l £#§H& rf >^^f- K— i t rf~ 

#£5fc$iiHfc;ii!% (advanced glycation endprod 
uc t s) -/ny^yf b*CPl#^ y-7 5/ Ktt§S#7 

>*=f^*K thV^Aft>^JU7>^^f, te?SfNF-« B|5&# 



miE#2 004-3004335 



m 2 0 0 2-3. 7 4016 




^-vl 49/ 



f-V—^ (N— acetyl a t e d — a — 1 inked — a c id — dipe 
p t i d a s e ) Mm> 4>X % ) ^fllUfiftH^- I > JflUhJKftJfeJKSHT- (P 
DGF) , Mtft^ftB^ (PDGF) (0flx.lf, PDGF-AA. 

PDGF — BB> PDGF— AB) , ±&liMHT (EGF) , #«:RHTn 
fl^f-VSNWts *ys>^ 5-tKn^r->-i-^f;Hir/b'f^ EG 
B - 7 6 1 „ tf"=e pu^fr (b imoc 1 omo 1) > ^ n t*4t v K ( s u 1 o 
dexide) ^ Y-12 8. t Kn^y^f;V^;^'J;Vnx>f^i,Ai% 

mmmmm, y^-xy- Ymt^m, /? 3 -r kv-^v k r 

, ^ny-A hy^y-fey Kb7>^77-rnf^>ffiW^ 'J^v^t 

i£5Stt^j±^> 5s«w*aKKWfn. *mmmm, a 2 -7KvtT^§#r^ 

If* £ i: 

[0 0 8 4] 

&&fritx%z>mmt^ ±tz<Dim<%.-mmt Lxv&^m^mmvmmz 

[0 0 8 5] 



ttliE# 2004-3004335 



2002-374016 ^ ^- : 50/ 

19 , ^v^±#M-r^> s g l t 2 mtti&M^oie^joni^ * max*±«« 

[0 0 8 6] 
[0 0 8 7] 

W^ny^'J^/A WJ^/^th^A, GI-26257 0, ^ 
9 (isagl itazone) , LG-100641, N C - 2 1 
00. T- 1 7 4, DRF-2 1 8 9, CLX-092 1, CS-01K GW 

- 1 9 2 9, ~>rv 9 xv/i^'/vt f n i p- 2 2 i^<7>^ 

;Vt^yV-Ai|iim§##:y 7 3'-^ K GW- 9 5 7 8, BM-17 
0 7 4 4^0^/U**~>y-A*»fc^ftS#B: a T=T~* K GW- 4 0 9 
544, KRP- 2 9 7, NN-6 22, CLX-0940, LR-9 0, SB 
-2 1 9 9 9 4, DRF-4 15 8, DRF-MDX8f O^t + yy-Aljl 
miir!&1i£ttg##«/ y 73*-* K ALRT- 2 6 8, AGN-4 2 0 4, M 
X-6 0 5 4, AGN-1 94204, LG-100754, ^?^-UT^ (b 
exarotene) *$<Wf- J 4 KXS§#7^-X K %.ZfU7V ^r^, 
ONO-5816,MBX-102, CRE-1625, FK- 6 1 4, CLX 
-0901, CRE-1633, NN-2 344, BM- 13125, BM- 5 
01050, HQL-975, CLX-0900, MBX-668, MBX-6 
75, S-15261, GW-5 44, AZ-242, LY-51 0929, A 
R-H 049020, GW- 5 0 15 1 6*<0-€-<*>fflM>>f &&&&&& 



tBIE# 2004-3004335 



2002-374016 ^ ^- v I 51/ 

[0 0 8 8] 

ifWlfltLtii, t*;^-*, jjf^y^-^^ ^*n-;K ckd 

-7 1 1, JL$yVT-Y, MDL- 2 5, 6 3 7, # * MD L — 

7 3, 9 4 5fO«-^ny^-b*SfI, AZM-127fO«-757- 

•tfffi«***s*»f e>*L4 0 iMifHi, nm^tt^^, as 

[0 0 8 9] 

tizzy), &mmzi&Tzit&ztfrt>^ mmm, ^>^'j« mitmm 

[0 0 9 0] 

^'J^7vK, l--/^;v—3-^^- i ;;v^i/T. ^y^;v^ 



miiE# 2004-3004335 



2002-374016 ^ v : 52/ 

[0 0 9 1] 

y, KhjyAvymmitwmifhtLZo z.Kh<Dmm±. m^-mmm, 

[0 0 9 2] 

tfiVUfy^MfeTyZ^-Ts h t LTf±. BAY- 2 7-9.9 5 5, NNC 

- 9 2 - 1 6 8 7mm*f <b*u v its, t 

ER-17411, L-783281, KRX-61 3*$ib*mfhti, h V ^7 
^v;W^^--tr I Ili^ltUli, UCL- 1 3 9 7 4SWStffc*u >^ 
y°i-^)^y'^-r-^f I Vlfi^Sfc Ltli, NVP — DPP 7 2 8A> TSL- 
2 2 5, P-3 2/9 8^ri«Wb*L, /Dr^/f ny>^7r^-b*-l 
B|S#ljg£: LTfi. PTP-112, OC-86839, PNU-177496 
^V3^V*^*y9*r-ifHMtfc LTti, NN-4 2 0 K C 
P-3 6 8 2 9 6#rt s Wb*t, 7^* h - fcf*** 7 r * — t*lfi^ L 
Tit, R- 1 3 2 9 1 72$timifbtl, Vfr-eytfLTM. Kn^f- (ffflggl t 
Ttt, AZD- 7 5 4 5f*W^tL, ffFHff^ia«^t LTfi, FR-2 2 5 
6 5 94f*«*»fe»*u rfrUxym^ff-Y- lMMfot Itli, Jtit-fe>y> 
-4 (exendin-4) , CJC-1131 *f J&*#tf& *U rf y^ 

ff-Y- 1 73-^ h t Ltli, AZM- 134. LY- 31590 

*^ r^'j^ r ^ y yMBfeifzitr < y h t Ltii, ii^y^A 

y K^^tf t,tL-& 0 dtte>on^ij, 6 - ^7 7^- 

[0 0 9 3] 

K .x/t/H,;** ? K ADN-138. B A L — A R I 8, ZD-5522, 



tfilE# 2004-3004335 



m 2002-374016 




: 53/ 



ADN-311, GP- 1 4 4 7> IDD- 5 9 8. 7^l^X^-;K V;Hf 
— -/K ^-t)VV7.$ y Y (ponalrestat), 'JtW^yh (ri 
sarestat) > -If ^ V^. (zenarestat). ^ t^V^ ^ 

•7 b (minalrestat) > y/Hf—-;^ AL - 1 5 6 7. ^f5V 

(imirestat). M- 16209. TAT. AD - 5 4 6 7. 
V#/H^* ^h, A S - 3 2 0 1 > NZ-314, SG-2 10, JTT-8 
11. U > y Y (lindolrestat) &&\f hti&o T ;V F 

St tc*5tt^> *° y Mtit^^/cm^ i *) mm fc*«t £ mmn v ;v e b - 

[0 0 9 4] 

»3MWfc«%^JftK«fc Ltli> ^KW>, OPB-9 195, AL 
T-946.ALT-711, i2MV-?ri?>mi!>*mifb1nZ 0 

[0 0 9 5] 

7°n-r-f tfCffl#aSi: LTti. LY-3 3 3 5 3 1. 5 FX^^T/ 

[0 0 9 6] 

^ e v^s^tf t, *u $k¥H^-n f - « b m&m tvxn, r? * y a ( 

d e x l i p o t am) #^Wb*L, ftKjUft&XHttX £ tt(i, ^ v;V 
Bfcf- 'J 9 -9 s K^sj&qffetf *U N -7-bfMt- « - y > 9 h - T v ? K- 
Vtommt LTtt, GP I - 5 6 9 3« s WotL, 



miiE# 2004-3004335 



^fig 2002-374016 ^ v : 54/ 

Ltli, j£a*w*te#JW=.>^ tikis' i$ * )V~1-y^ v^ij)V=~^- 

ST-2 6 1fWf>tiSo -tt^O^J, 4 >XV >^ftHT~I. 

> ^Vv^ 5-t Kn^v- l -^?-;vt:^> W > N EGB-76K tf^e 
^n^e;K ^nf^v TOY- 1 2 8{i, #K{^m#l4^#^<^«K£? * 
Lv* 0 

[0 0 9 7] 

Ts^^-y-i- y v y^/u^f >t h ? a, ( i 0 v a s t 

a t i n) . yWU^f 7 9 * >± h V £ A, 7f^U^f>* 

;u>">A7KfP^> SC-45355, SQ-33600. CP-83101, B 
B-4 7 6, L-669262. S-2 4 6 8> DMP- 5 6 5> U-2068 
5. BAY-x-2 6 7 8. BAY- 1 0- 2 9 8 7, \L* *f-yi3 A/~st> 
A > u friz A, nV7s\uy (colestolone). 7 

(dalvastat in) „ Tvt^- K 9 V 

;W^^f-> (cri lvastat in) , BMS-1 8043 1. BMY — 
2 1 9 5 0. iYVy^7s91-y^ 1jA's1X9?'> > BMY- 2 2 0 8 9, ^;W~? 

(bervastat in) bti&o t Kn + y^f^W 

[0 0 9 8] 

^f7-f/7-b, ^D77~h> ^-7 

-f:/7-K y7n7^7*7-h> ^ , J/7-f7 , 9-f, ^n7^77-h, ? 
D7'f77-h7;l'5-7A, ^7>f7*'J>E if7^77^f> 7x^7 
^77-f> n7-f7n^K -37^77-F, If^'f^-f, 
-(77-f, yA7^77-f, t^^T^-K AHL-1 5 7Wflf^ 



WiE# 2004-3004335 



2002-374016 ^ ^- v : 55/ 

ti&o 7-ry7-hM^W, ^Ktift'f >Jftu£, ft||3£jfiL^, Inl' 

JlMKX ^JfiLcf 3 h y ^y -fey K =H!fF HSit^^ ftflgfCJfiuS, fthy^y 
[0 0 9 9] 

P3-T KW-y ^ff^7^htUtt, BRL-28410, SR- 
58611 A. ICI-198157, ZD - 2 0 7 9, BM S — 1 9 4 4 4 9 
, BRL-37344, CP-331679, CP- 1 1 4 2 7 1, L-750 
355, BMS- 1 8 7 4 1 3', SR-59062 A, BMS-2 1 0285, 
LY-377604, SWR-0 3 4 2 S A, AZ-4 0 1 4 0, SB- 226 
552, D-7114, BRL-35135, FR-149175, BRL-2 
6830 A. CL-316243, A J - 9 6 7 7, GW- 4 2 7 3 5 3, N- 
5 9 8 4, GW-2 6 9 6, YM 1 7 8&Hfi&\f h *l%> 0 ^-TKVf'J^ 
f#7^Mi, #KiiMti!m, ft^f >*y fjfiLj£ % ftjj&fltJfiU^ %iV7,7- 
n-;i/jfiL^ ft H; Klfi, JRft^Air0jWlc&* L < , tfcjftte 

JJE«, ft>f >*y ^Jfo^O&SfcMfcfcPS Lv\> 

[0 10 0] 

TE-122, MCC-147, PD-132301-2, DUP - 1 2 9, U 
-73482, U-76807, RP-70676, P-06139, CP-1 
13818, RP-73163, FR-129169, FY-038, EAB- 
309, KY-455, LS-3115, FR-145237, T-2591, 
J-104 127, R-755, FCE-28654, YIC-C8-434, 
TK 9 s ^(avasimibe) , CI-976, RP-64477, F-l 
3 9 4, ^-/(eldacimibe), CS-505, CL-283 

5 4 6, YM- 1 7 E, U *s X If 7* ( 1 e c i m i b i d e ) , 4 4 7 C 8 8, 
YM- 750, E-5324, KW-3 0 3 3, HL - 0 0 4, Juy)Viy^f ( 



ffiIE# 2004-3004335 




3#M 2002-3. 7 4016 



^-v: 56/ 



eflucimibe) ^$mif hti%> 0 7y^^x>f >f AA I nl/7fn- 



[0 10 1] 

n + y>t>'J-?A, KB-2 6 1 l^tfmtf ^ l^^n-;HRjRJB^ 
i LTte. "7\ S CH-4 8 4 6 I4$i&g\f hti, y aC~£ L 

Tli, tJWJ^^yh, ATL-9.6 2. AZM-131, RED-10300 

xK^vWlf^, ^^71/>MftIfli:L-Cli, SDZ-2 6 
8-198, BMS-188494, A-87049, RPR - 1 0 1 8 2 1, 
ZD-9720, RPR-107393, ER-2785 6^&*Wb*U 
^•^mmmWtLX^ -a^^H, x^f^^ h\ --try h 

UX^y^y, 3Wf7^ I|3l/^7A, GT-102-27 9#^ 
tf^tt, f-hy ^A^UBn-^f^V^^-^-Ra^fcLTti, 2 6 4W94 
> S-8 9 2 1, SD- 5 6 1 3#^Wb*U 3^fo-raf«^ 
>^IM^£LT«\ PNU- 1 0 7 3 6 8 E. SC-7 9 5, JTT-70 
5, CP-5 2 9 4 1 4^We»^ 0 <r^f><7)«J, ^73-;^ 
v-Ahy^y-ty k h y >ISW^> y *°^v^---t£|fi# 

^ iS>y^y-by ymm, m&R.m¥mv>9m\z.n± lv> 0 

[0 10 2] 

£swwaifcLTti\ ^/7r/fftwifi, * n h ^ ^wmmmm, «fe 

n h->&ffiJH«ai^ -fenb~>Trf^*h Ofcfc 5 HT 2 r7^ , y 

^TK^y>HRjRBL#au /;v7Kwt'j >ftffiJW«aig^ «i-rKvty 
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*K * try w K$^#rv^=f-^ 7 -75 yg&^^Tv^^- 

C 3-R73*^ K MC4-RT=f-*h) , ^aWM*;^ > 

„ n*/f>-7>K7>7x^5>-V^l/-fKf7>^^ , J7 P f^ ^*?!f 
— -i'W, x>7n^^f>7^f N *;Vy^>, 5&;l/-> h — 
T-MtS^^ b\ 3 1/y^f^>7^-^h (#&CCCK-A7 

mfe, n;v^n 1> n t? >tffi*;K>7^- .X K >)n3;Vf wf^^f 
- h v * 9 - mmt^ 7°^ h\ la S^g^SSi 1 , -> V T U - - x. - h n tf 

&f<btu -bn LTtt, Sif^^7x>7JV75 7^. 

^7^7$>> SBIy7h7ry, 7i/r/|7^Wr/, ^;H7'; 
y^^f^tt, •fenf->7^-xftittt, ^fyf V7^>, (+) y;v 
7i>7;v9 5 >#^tf £>tu 7;V7 Kl'f-y >SfJRPlfl LTf±> 7*7* 
o tf* >\ G W- 3 2 0 6 5 9 &P&\fbti^ J )VT K V v&mflflJSfcKI i: L 
Tfi> D'J^5A, YM-9 9 2fW^>^ /?2~T KW^V >^##7rr' 
-^ftLtli, 7>7x^5>, mfn7>7x^rA 7x>r;vry 

„ ^>X7x^5 >\ J**7>7^*5 >\ 7jl>>^ h7y>, 7i>^ F7 

yxf;V7"n tftf-X, 7^ — ;l/7°ny\V-;U7 5 >\ ^n^>7*P7^^ 
^W^tt, K-;iry7n^htUli, ER-2 3 0, K7V^y>, 
^ y^/n^^ y y^-^^mf S>*U it Vte/ ^ K^##7>^ n*-^ h 
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^-v: 58/ 



T-2 3 9 4f*W^^ V-f^s, ^fi l/-/f f #7 

rT-^ h t LT(i, LY-3 5 5 1 0 1fW^^ 3Vv^>+^>7^ 
XV (#CCCK-A7^f) t ttli, SR-146131, SSR-1 
2 5 1 8 0, BP-3. 2 0 0, A - 7 1 6 2 3, FPL-1 5849, G I - 
2 4 8 5 7 3, GW-7 178, GI-181771, GW- 7 8 5 4, A- 7 

1 3 7 sm&mf <b*t, -a-n^7'f KY7>^^-^ h h Utt, SR-1 
20819- A, PD-160170, NGD-95-1, BIBP-3226 
, 1229-U-91, CGP-71683, BIBO-3304, CP-67 

1906-01, j - 1 1 5 8 1 4 fc*i* 0 i?&mmi$, #^{±nm 
m^^-y;^, isgutr^y/K m^x-t^y 01 ;^, vy>vyy°V)v, w 

x;7 t 'JiW;i/y7A > a^x^y7 1 ij;i/ (m o e x i p r i 1) , 
[0 10 3] 

tp&j-y v^y'^y-ummmtLxit, ^-^mj^-k mdl-ioo 

2 4 0, 7 7 v K f 'J (fas i d o t r i 1 ) , ^ h V 7 - b , G W- 
660511 X, <^r^>y'VJV (mixanpri 1) , SA-7060, E 
-4030, SLV-306, K h V fr^mfh ti& 0 ^tt^^ K^"/f- 
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59/ 



[0 10 4] 

* >f t;v^ > y l/^r-bf Ko ? n n f 7y' K, u^-)V^ yfs V V A. ^ 
->;i^.x 7*0-9-;]^ y ^ EX 
P-3174, L-158809. EXP-33 12. )V * ^ )V $ y „ *V9" 

KT-3-67K GA-01 13, RU-6 4 2 7 6. EMD-90 
423. BR- 970 l^Wb*L& 0 rW>y>I I^##:M*L^{i 

[0 10 5] 

^> v-tv >m%mms.wmtLTiz, cGs-31447. cgs-350 

6 6, SM- 19 7 1 2^W^>tt. z-y K-fc V >^g#:T > * h t L 

TJ*. L-749805. TBC-32 14, BMS-1 82874. BQ-6 
10, TA-0201, SB-215355, PD-1 80988, 

* >^ b V V A ( s i t a x s e n t a n) . BMS — 1 9 3 8 8 4. jnv-ky 
?y (darusentan) . TBC-37 11. **-tr V 9 > * > 
^- M -y*A (tezosentan), J-104132, YM- 5 9 8. S- 
0139. SB-234551. RPR-118031 A. ATZ-1993. 
RO-61-1790. ABT-546. ^^-b^? >, BMS-20794 

[0 10 6] 

n^nDf7y'F> ^>yfr^i?Y\ ^^n^r^K, ^fV^/^K, M;/n° 

'^AfU^A 7^7^jy, ^m->^^^->. LLU-a. PNU-80 
8 7 3A. -fvv;VtfK, D-v^-h-;!/. D- V)V\£ h -;K -7;v^h-^ 
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, ^V-feU> > T4rhV^5 K, h\ FR- 1 7 9 5 4 4, OPC- 

3 1 2 6 0, V > (l ixivaptan) „ 1MM^~^7? 

[0 10 7] 

£>\ SH^-^^a »"yk'>, jfig|7-ve>, 

y^^tr>, -H/V^a -7xyk , >, 7xnye>, ^ 

^d-;k ISf7^/y>, Itrtvyv, tt^Vy^ ^>;^kh 
o-;k tf>Kn-;K M^-^ fn-jv, ia^y^ fn-^ 7W>» 

vn-;K y-Kn-;K 4 > V9 ti s ^mmmm 

Tfct. ^m^n^v>, CHF-1 03 5. I£^77^>x\ 

i^7>77^^ *^V-$?> (mo x o n i d i n e) „ D7i + ^^ ( 
lofexidine) „ tiS^ V V - If f, JiS 0 CtKoO^Jjte 

[0 10 8] 
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[0 10 9] 

^7A^W^tL^, 0 itLlb^^j^ #KfiM»fiL^ i^O^K^L 
[0 110] 

^ >foy>^77^- tr- 1 BPl#|g N $ry n^>***y y-^mmm, 
^;i/=r-^-6-^^7r^--lf|a^, -7;l/^ h — ^ — ~7 t 9 — If IS 
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V 7 5 y >IS^#i3 .fctrrs V >7^^ 

< t i> m<DmMt%i&t?-it2><Dtf-g.K&$ L < > W >x y ^flSftitaau n 

rn.wm.mm. vyri-j vm, -f y >frw&mm& zip^y* y >x*±-f > 
* y & <t ») *u>^& <ti>i womn 

am* MPiii, vrm kh, ^^^r/M«i£ii> 4>*y>xtt 
-f y >m&fc. r fr* =f>$Mfry y ? r/-^ k ^ y 

, D-#-f n^y v ^y a ^ 3 yfr%=t 

>#^-7°^ K— 1 , ^;v# =f yWLf?*j- K— 1 Mft#\ =r>^^ k- 

it^f, r^y>, r^j>it#> 7 ^ y >r=r-;* k r^K-^a 

^NF-/cBia#^, HBsagMtBStMF^ N-r-tfMb-«-y h- 
re/y K-v^y^-^— vmrnm, -*v*y ymm&m^- 1. jflL/j^a^* 

Mfc, VV-Jy^ 5 -fc Kn^fy- l - ^f;^/> W > % EGB-76 1, 
Vf^tt^K xaf^vK, Y-128> 7>v f *-r >'>>agtfe*3|fffi^ % 

*&j^y F^-fT-y-ummm. ryv^T-y^y i i&mms&m, *-y K-t 

y ^&BNfclflW^ .x > K-t y y&mfar y?^-AV&£ xmRMfr h%2> 
J: ^7 > -r > v > I I X *) ti&$>% < 

. 4>xv>&s&m&m, wm.im.mm. ^yr-r^vm, ^y^)y^m^ 
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7'f-v;i/^-7°^^--tf I V|fiWH> ynf'f >fny>^7 r*— tf- 1 Bffl. 
- 3 Pl#^ =fym^"f J f- K- l> :50v# =r>^^ k- 1 fSlHfc. ^ 

[0 111] 
[0 112] 

mm, mmu mm, ikmu wmm, mwmu mmm, mmm 

#ft-»#U § e: i: C i ») lit ^ i ^-e 1-2. o s 

g l t 2 fSttPJi#^m^-<7)»ij ta^-^^-c^ffl-r^^fi, ^tL-etiosttiE 

o 

[0 113] 
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i o oom g ^it% fmn&-$<oi§rki*, tAl B^*:»)«faO. 0 1-3 

S G LT 2v&'ttia#^m^O^Jta^-^-eT^ffli-^^, 

«t£**±. s g l t 2 m&mmmvm<DmM<D&5-mzj& ctm*i-* - 

[0 114] 

t± <D ftm K $ ti& -C »i * v* 0 
[0 115] 

Hfei 5] 



2 > "W^v - 4 , kf V v > - 3 - 4 fr= 3 - "7 n - 4 

l-yn^e-3-7;v^-o-4-^^;^v-tf> (0. 5 3 g) „ tJ|v^^ 
(0. 0 6 9 g) . St!li03'>iiJj;D t Tf7tKn77> (5mL) 

Kn7 9>iIC, 0°C"C2 -^>y>t^y- 3 ;V-4, 6-^;*?- 
;Vfc°';>?> (0. 34g) ©f>9KKn77> (5mL) #ift*inx.fco 




OH 



[0 116] 



f Hi 
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^12 0 0 2-3 7 4 0 1 6 . ^ ^-v : 65/ 

■9->/»»i^=6/l) JcrffifiLISfB^k^ (0. 3 9g) 
[0 117] 

3- (3 -7;v^-n- 4 — ^^WOv^v) - 4 > 6 -v^^;v- l H-b°'; v 

2 4, 6-^>^ey 3 ->f ;w= 3-7)V*u- 

4- *J-)V~7 au-)V=*? J -)V (0. 3 9 g) <D^?S-)V (l OmL) mm 

m**>m&, limb^** (o. 2 2 g ) *mz 0 

[0 118] 

iH-NMR (CDC 1 3 ) 8 p pm : 

2.14 (3H, s), 2.20 (3H, d, J-l.Ufa). 2.22 (3H, s), 3.88 (2H, s), 5.86 (1 

H, s), 6.85-6.95 (2H, m), 6.95-7.10 (1H, m) 

[0 119] 
I31i 

2- (2, 3, 4, 6 -T \ 7-Q-T*.1-)V- p-*D-t?)\,n 
"» -3- (3 -7;u^-n- 4 - ^f^vy^) -4, 6-^f^e'Jy> 
3- (3 —7)l'$-xi-4 -**}-)\"Oi?)V) -4, 6 1 H- fcf'j 

>^-2-*> (0. 0 8g) feilFT-bf/n^- « -D-^/Ua-* (0. 
15g) <Dtttffc.**-V> (2mL) £t&& (0. 0 9 0 g) fciNx-ifi:* 

*7A^nvF^7^ mtj^uy) Kxmmu wzmism (o. 17 

g) *#fco 

[0 12 0] 

iH-NMR (CDC 1 3 ) * p pm : 

I. 78 (3H, s), 2.00 (3H, s), 2.04 (3H, s), 2.04 (3H, s), 2.16 (3H, s), 2. 
17-2.20 (3H, m), 2.38 (3H, s), 3.79 (1H, d, J=15.7Hz), 3.93 (1H, ddd, J= 
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2.5, 4.7, 10.1Hz), 3.97 (1H, d, J=15.7Hz), 4.13 (1H, dd, J=2.5, 12.3Hz), 
4.25 (1H, dd, J =4. 7, 12.3Hz), 5.10-5.20 (1H, m), 5.25-5.40 (2H, m), 6.1 
5-6.25 (1H, m), 6.60-6.70 (2H, m), 6.75-6.80 (1H, m), 6.95-7.05 (1H, m) 
[0 12 1] 



2- (£-D-^;V3fc:^y */frHr**s) -3- (3 -7^*n- 4 
>v;l/) -4, 6 -v^^-^tf 1 ; v> 

2- (2, 3, 4, 6 - r > 7 - O - 7-tf - ^ - D - t°y / y ^ t 
3r~» -3 - (3 -^/Usj-tt- 4 -4, 6 - vp^Hf V ^ 
> (0. 1 7 g) 9 J-fr (5mL) fefctei- h'J->A> b^yK (28% 

* y -;W#$U 0 . 0 2 8 m L) £jjn;L> Ifit:T 1 B#F H 13f#L7^o 

/^y-;v=io/i) icrffii&LIIififfc'^ (o. 0 8 l g) *#7t 0 

[0 12 2] 

1H-NMR (CD3OD) 8 ppm: 

2.17 (6H, s), 2.36 (3H, s), 3.30-3.55 (4H, m), 3.67 (1H, dd, J=5.3, 11.9 
Hz), 3.84 (1H, dd, J=2.4, 11.9Hz), 3.94 (1H, d, J=15.6Hz), 4.06 (1H, d, 
J=15.6Hz), 5.85-6.00 (1H, m), 6.70-6.80 (1H, m), 6.80-6.95 (2H, m), 7.00 
-7.10 (1H, m) 

[0 12 3] 

mmm 2-3 



[0 12 4] 
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1 H — NMR(CD30D) 6 ppm: 




Ho x, Sr 'on 

OH 


2.29 (3H, s) t 3.35-3.60 (4H, m), 3.68 (1H, dd, J=5.0, 
1 2.0Hz). 3.84 (1H, d t J=1 2.0Hz), 3.92 (1H, d f J=15.4Hz), 
3.96 (1H, d, J=15.4Hz). 5.80-5.95 (1H, m), 6.85-7.20 (5H, 
m), 7.30-7.45 (1H. m), 7.90-8.05 (1H, m) 




pup 

HO^Y^'OH 
OH 


2.20 (3H, s), 3.35-3.60 (4H, m), 3.70 (1H, dd, J=5.0, 
1 2.0Hz), 3.85 (1H, dd. J=2.1. 1 2.0Hz). 3.97 (1H, d, 
J=1 6.7Hz), 4.02 (1H, d, J=16.7Hz), 5.85-5.95 (1H. m). 
6.80-6.95 (1H. m), 7.00-7.25 (5H. m), 7.90-8.05 (1H, m) 



[0 12 5] 

&mm i 

t h s g l t 2 m&mmftmmz&m 

>/W»fi*OjfeRNA (O r i gene) *, t'J * d T £ •?? 4 t 
LTl^L, PCRiSffiicDNA5'f/7V-^Uo Z.<D c DNA7 
-fT^'J-fc^Mi: LT, R. G. We 1 1 s h \z J; 1) Ktz h S G L T 

2 (ACCESSION:M95549, M95299) 02f^f> 2 0 3 9f 
4-CO*afeK^|*PCR&JcJ: OlifiU pcDNA3. 1 (-) (Invit 
r o g e n) tf> n ^^&tc#A L£ 0 & X t D N A <Di&mdM 

[0 12 6] 

2) t h SGLT2 £7E#&3S*0#3Z 

h SGLT2f^^^-^S c a I TM<t LTH^tfcDN A t L£f£, C 
HO-KlW:'J*'7x^y 3 >^ (Effectene Transfec 
tion Reagent IQIAGEN) [:t|AL/; 0 lmg/mL G4 
18 (LIFE TECNOLOG I ES) KX **v-f v >»tt^J&;&&#, 
& &c T ^ f - ;i/ - a - D - 7)V a fcf 7 J *s K O JR. *9 * Mtc L 

o f ^Lf:MMLTC S 2 - 5 E i: U 2 00 
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// g/mL©G4 1 8Wet«lfe, 
[0 12 7] 

3) ^^-a-D-^nt^yvK (ff-MG) ^^^ga#Stt<^M^ 

9 65*:/l/-bfcCS2-5E*3Xl 0*fl/JtT?*|U 2BH««U 
*fc*9&*3«*fcttl,;fco K9&*Jg*fttt (14 0mM«ftt>y^ 2 
mMM*'J-)A, lmM»iVy-)A, lmM^tv^y^A, 1 0 mM 
2- (4- - 1 - tf^t7 jl*>x»,*>& 

5mMH;* (tKn4y^;l/) 7^^>milipH7. 4) fctt 
- ^Sfelt^/M* (S i gma) 1 4C7^ (Ame r s h am P h a 
rmacia Biotech) <D a -MG **»jfefl?3&* 1 mM t X 7 Kg 

XttmiLX 1 mM a — MG *#trfl!l0a*ffl««fi8ElC«iDU 

mmzmmLtzo ^mLtzmm^mm^m^u namw.mm.wm ( fl -MG^ 
*%*<*mmi)&frmmmm ^l^tzmsojuhm^ 3 7tT»io^ 

Mift^J:Zf£«mO&^«flf^l^^9 7 5^LToinx.3 7 0 CXmm 

Ltio immmKmMmmmm^m^u lftmtz*) 1 8 o^Lomiit 

(1 0mM*7^#«-MG*^triiIRl)&*l«ijK) T^HttifrLfco 
UfeSfcO 7 5^ LOO. 2mo *<D 
m^\£^y°]y~h (Packard) K&Lfco 150^L^^nv>f4 
0 (Packard) £;&nx.T?Mn U 7/f ^ n v >^ 1/- 1/ a t> > ? - 

hy^^>h (Packard) tCTjfeltettfrtHIB Ltz Q ttm&<DM*)& 
*^?>*^JR0&**S:IIL5lv^ffi* l 0 0 96fc Lt, *UM?^<Z>#jfcKfc 

^f;]/-a-D-^>ntf 7 y '>KOflJl»)ai*S: 5 0 % MF?" £ *j£ (I C 50 

H) ^ny^^/n-^CifJlttSUco f^l^2©IH^-S 0 
[0 12 8] 
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\c 5Q m 

(nM) 




3 



[0 12 9] 
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1/E 



(XlfiNXtiCRl ; x2{iNX(±CR2; x3(iNX(iCR3; X^iNXttC R* 
; mtXl~x4op«3iX{i21S(iN ; R{i«^njc 3 _ 8 v^nr;u^;i/, fi^ir 




OH 
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#ItmM<7)#-^ #M 2002-374016 

50201961113 

Jl^l* ^5iH^±jg 0 0 9 4 

ftJ^B ¥JSl 5^ 1 Jf 6 0 

KttBB] ¥iSl4^12^25B 
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1/E 



m m a 



s If fft 



»gy#-§- [000104560] 
1 . B 1 9 9 0^ 8^31H 

ft W*t&*T&^IP 1 9 # 4 8 -S- 



ffiiE#-^ tB|E#2 0 0 4 - 3 0 0 4 3 3 5 
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